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. .NDA 20-010 LOTRISONE LOTION

SECTION 13. ) : .. PATENT INFORMATION

PATENT INFORMATION |

Under the patent provisions of the Drug Price Competition and Patent Term
Restoration Act of 1984, we call you attention to U.S. Patent No. 4,289,604
(expiration date 10/06/2000) which claims a pharmaceutical’ composition of the
‘captioned drug (clotrimazole and betamethasone dipropionate), and with respect to
- such patent a claim of patent infringement could reasonably be asserted against any
person, not licensed under such patent, who engaged in the- manufacture, use or
sale of the inventions claimed therein. ' ‘
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2ALLUM VYL QUVMMARY FUK NDA # 2U-U10 -

- Trade Name: Lotrisone Lotion Generic Name: clotrimazole and betamethasone dipropionate

- Applicant Name _Schering-Plough Research Institute
| Approval Date peéemll/ 3:, 2000

PART I: IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original applications, but only for certain
supplements. Complete PARTS II and III of this Exclusivity Summary only if you: answer "yes" to one
" or more of the following question about the submxssxon.

a) Is it an original NDA?
YES /I X/ NO/__/

b) Is it an effectiveness supplement?
YES /_/ NO/ X/
¢) Did it require the review of clinical data other than to support a safety claim or change in

labelmg related to safety? (If it required review only of bioavailability or bloequlvalence data,
answer "no. ")

YES/ X/ NO/__/
If your answer is "no" because you believe the study is a bioavailability study and, therefore,

not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including vour reasons

for disagreeing with any arguments made by the applicant that the study was not simply a
bioavailability study.

Ifitis a supplement requiring the review of clinical data but it is not an effectiveness
supplement, describe the change or claim that is supported by the clinical data:

d) Did the applicant request exclusivity?
YES/ / NO/ X/
¢) Has pediatric exclusivity been granted for this Active Moiety? No

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO
THE SIGNATURE BLOCKS ON PAGE 8.

2. Has a product with the same active ingredient(s), dosage form, strength, route of administration, and
dosing schedule, previously been approved by FDA for the same use? (Rx to OTC sw1tches should be
answered NO - please indicate as such)

YES/_/ NO/X/

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE
BLOTKS ON PAGE 8.
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3. Is this drug product or indication a DESI upgrade?
YES/_/ NO/ X/

IF THE ANSWER TO QUESTION 3 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS
ON PAGE 8 (even if a study was requxred for the upgrade).

" PART I FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES

(Answer either #1 or #2 as appropriate)
1. Single active i y i

Has FDA previously approved under section 505 of the Act any drug product containing the same
active moiety as the drug under consideration? Answer "yes" if the active moiety (including other
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen or
coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) has
not been approved. Answer "no" if the compound requires metabolic conversion (other than
deesterification of an esterified form of the drug) to produce an already approved active moiety.

YES/ X/ NO/__/

Clotrimazole Active Ingredient tametha ipropionate Activ
NDA 17-613, Lotrimin Solution NDA 19-408, Diprolene Gel
NDA 17-619, Lotrimin Cream NDA 19-716, Diprolene Lotion
NDA 18-052, Gyne-Lotrimin Vaginal Cream NDA 19-555, Diprolene AF Cream
NDA 18-182, Mycelex-7 Vaginal Inserts NDA 18-741, Diprolene Ointment
NDA 18-230, Mycelex-G Cream : = )
NDA 18-713, Mycelex Troche ' S
NDA 18-813, Lotrimin Lotion NDA 17-781, Diprosone Lotion

- NDA 19-069, Mycelex-G Vaginal Tablets NS ‘

NDA 20-289, Gyne-Lotrimin

NDA 20-389, Mycelex-7 '
" NDA 20-525, Gyne-Lotrimin 3, 200 mg Vaginal Inserts
NDA 20-526, Gyne-Lotrimin 3, 3-Day Vaginal Inserts
NDA 20-574, Gyne-Lotrimin, 3/3 Day Vaginal Cream
NDA 20-888, Lotrimin AF Cream, 1%

NDA 20-389, Lotrimin AF Solution, 1%

NDA 20-890, Lotrimin AF Solution, 1%

NDA 21-143, Clotrimazole Cream, 2%
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2. Combination product.

If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously
approved an application under section 505 containing any one of the active moieties in the drug
product? If, for example, the combination contains one never-before-approved active moiety and one
previously approved active moiety, answer "yes." (An active moiety that is marketed under an OTC

~ monograph, but that was never approved under an NDA, is considered not previously approved.)

YES/ X/ NO/_/

NE

NDA 18-827, Lotrisone (betamethasone dipropionate, USP and clotrimazole, USP) Cream

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART 11 IS "NO," GO DIRECTLY TO THE
~ SIGNATURE BLOCKS ON PAGE 8. IF "YES" GO TO PART IIL.

PART III THREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new
clinical investigations (other than bioavailability studies) essential to the approval of the application
and conducted or sponsored by the applicant." This section should be completed only if the answer to
PART IJ, Question 1 or 2 was "yes."

1. Does the application contain reports of clinical investigations? (The Agency interprets "clinical
investigations" to mean investigations conducted on humans other than bioavailability studies.) If the
application contains clinical investigations only by virtue of a right of reference to clinical
investigations in another application, answer "yes," then skip to question 3(a). If the answer to 3(a) is
"yes" for any investigation referred to in another application, do not complete remainder of summary
for that investigation.

YES / X/ NO/__/

e

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation is "essential to the approval” if the Agency could not have approved the
application or supplement without relying on that investigation. Thus, the investigation is not essential
to the approval if 1) no clinical investigation is necessary to support the supplement or application in
light of previously approved applications (i.e., information other than clinical trials, such as
bioavailability data, would be sufficient to provide a basis for approval as an ANDA or 505(b)(2)
application because of what is already known about a previously approved product), or 2) there are
published reports of studies (other than those conducted or sponsored by the applicant) or other publicly
available data that independently would have been sufficient to support approval of the application,
without reference to the clinical investigation submitted in the application.
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(a) In light of previously approved appli'caﬁons, is a clinical ihvéstigation (either conducted by
the applicant or available from some other source, including the published literature) necessary
to support approval of the application or supplement?

YES/ X/ NO/__ ‘/

- If "no," state the baSIS for your conclusion that a clinical trial is not neccssary for approval AND
GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8: ‘

(b) Did the applicant submit a list of published studies relevant to the safety and effectiveness
of this drug product and a statement that the publicly available data would not independently
support approval of the application?

YES / X/ NO/__/

¢)) ifthe answer to 2(b) is "yes," do you personally know of any reason to disagree with
the applicant's conclusion? If not applicable, answer NO.

YES/_/ NO/X/

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or
sponsored by the applicant or other publicly available data that could independently
demonstrate the safety and effectiveness of this drug product?

YES/_/ NO/ X/

(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical investigations
submitted in the application that are essential to the approval:

Investigation #1, Smdy # S-88-067
Investigation #2, Study # S-87-024 . :
Investigation #3, Vasoconstrictor Study C83-0538 -7 k‘m ‘HBQ, 7{9‘ / 90

Studies comparing two products with the same ingredient(s) are considered to be bioavailabihty studies
for the purpose of this sectlon

3 In addmon to being essential, investigations must be "new" to support exclusivity. The agency

interprets "new clinical investigation™ to mean an investigation that 1) has not been relied on by the
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does
not duplicate the results of another investigation that was relied on by the agency to demonstrate the
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the agency
considers to have been demonstrated in an already approved application.

P
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a) For each investigation identified as "essential to the approval,” has the investigation been
relied on by the agency to demonstrate the effectiveness of a previously approved drug product?

(If the mvestlgatlon was relied on only to support the safety of a previously approved drug,
answer "no.") X

Investigation #1, Study # S-88-067 - YES/ _/ NO/X/
Investigation #2, Study # S-87-024 = YES/ |/ NO/X/
Investigation #3, Vasoconstrictor Study C83-0538 YES/ _/ NO/X/

b) For each investigation identified as "essential to the approval”, does the investigation
duplicate the results of another investigation that was relied on by the agency to support the
effectiveness of a previously approved drug product?

Investigation #1, Study # S-88-067 YES/ | NO/X/
Investigation #2, Stdy # S-87-024 YES/_/ NO/X/
Investigation #3, Vasoconstrictor Study C83-0538 YES/_/ NO/ X/

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application
or supplement that is essential to the approval (i.e., the mvestxgatlons listed in #2(c), less any
that are not "new"):

Investigation #1, Sm_dy_#_s:ﬁ&ﬂﬂ_ - YES/X /! NO/_I
Investigation #2, Study # S-87-024 YES/ X/ NO/_/.
Investigation #3, Vasoconstrictor Study C83-0538 YES/ X/ NO/_/

4. To be eligible for exclusivity, a new mvestlgatlon that is essential to approval must also have been
conducted or sponsored by the applicant. An investigation was "conducted or sponsored by" the
applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of the
IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor in
interest) provided substantial support for the study. Ordinarily, substantial support will mean providing
50 percent or more of the cost of the study.

a) For each investigation identified in response to question 3(c): if the investigation was carried

out under an IND, was the applicant identified on the FDA 1571 as the sponsor?

| :Invesnganon #1, IND 18,274, Study # S-88-067 . YES/ X/ NO/_J
' 'Investigatlon #2, IND 18,274, Study # S-87-024 ' YES/ X/ NO/_/
B YES/ X/ NO/_/

Investigation #3, '
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(b) For each investigation not carried out under an IND or for which the applicant was not
identified as the sponsor, did the applicant certify that it or the applicant's prcdecessor in
interest provided substantial support for the study? .

N/A

- . ¢) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that the
applicant should not be credited with having "conducted or sponsored" the study? (Purchased
studies may not be used as the basis for exclusivity. However, if all rights to the drug are
purchased (not just studies on the drug), the applicant may be considered to have sponsored or

- conducted the studies sponsored or conducted by its predecessor in interest.)

\ - YES/ / NO/ X_/
ngnature of PrOJcct Manager Date

\%\ fo-( ' “w / e / o0
Slgnature of DDDDP Division Director Date

JONATHAN K. WILKIN

cc: Original NDA 20-010 HFD-540 Division Files HFD-90 Mary Ann Holovac

APPEARS THIS WAY
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" FDA Links Tracking Links Check Lists Searches Reports Help

Edit Pediatric Information for sﬁbmissi'on N020010 - N/000

Indication .
Topical treatment of symptomat:c inflammatory tinea pedis, tinea cruris, and tinea corporis due to A
Epudermophyton ﬂoooosum Tnchophyton mentagrophytes and Trichophyton rt_:p_(t_sq: R o4
Adequacy of Proposed label: [Other - See Comments = .

_ Formulation Status: [NO NEW FORMULATION is needed |

Decision Date: Eooo.1 207

Comments & Recommendations (please date):
Not recommended for patients under the age of 12 years and not recommended for diaper dermatitis. LE;

—

N

elated Applications:

i

!2!1

Application Range Qurrent StatuleuLD Jate Final Status/Action Date
Min. 19 _ﬂ Max.u Status: |Waived _ 7] Status:
Cxg Emo. Byr. Dikg Omo. Eyr, Due Date: !_____41991'07'3: Action Date: EOOO-&-O.

Reasons for Waivers and Deferrals/Comments;

NDA 20-010 was submitted 8/31/89 and is a pre-PDUFA Apphcat:on Pediatric studies are waived below the"Z
age of 12 years, because the use of Lotrisone Cream and Lotion is not recommended in patients below the aciv|

Status: IDeferred v] |status: Deferred

1991-07-3- Action Date: 2902123

Min. 112 ¥ max 117
l_kg r—mo. Fyr. l'Tkg rimo. Ptyr.

Reasons for Waivers and Deferrals/Comments:

>

Due Date:

INDA 20-010 was submitted 8/31/89 and is a pre-PDUFA Application. [
' 4
" Min. Ea__~§ﬂ Max. Adult Y Status: VT T Ao Status: Completed' i
CikgCmo. By DigCmo. Oy [pue pate: 1991073 Action Date: [2000-120;

Reasons for Waivers and Deferrals/Comments: :
i[ ‘ E

A
| . . -

APPEARS THIS WAY
ON ORIGINAL

http://cdsode4se.../fedit.asp?Document_iD=363 136&Indication_ID=363 136191&Method=EDI 12/7/00



' FDA Links Track'i'ng Links Check Lists Searches Reports ﬁelp

PEDIATRIC PAGE (Complete for all original application and all efficacy supplements) View Word Document

NDA Number: 020010  Trade Name: LOTRISONE TOPICAL LOTION .

Supplement Number: 000 Generic Name: CLOTRIMAZOLE/BETAMETHASONE DIPROPIONATE
Supplement Type: N Dosage Form: .

'Regulatory Action: NA COMIS Indication: TINEA CRURIS AND TINEA CORPORIS & Tw, ’pgﬁ, s
Action Date: 6/29/90

Indication# 1 Topical treatment of symptomabc inflammatory tinea pedis, tinea cruris, and tinea corporis due to Epidermophyton -
o floccosum, Trichophyton mentagrophytes, and Tnchophyton rubrum.

Label Adequacy: Other - See Comments

. Needed:

Forumulatio o NEW FORMULATION is needed

S:Ements i Not recommended for patients under the age of 12 years and not recommended for diaper dermatitis.

Lower Range  Upper Range Status  Date

0 years 11years. -  Waived 12/7/00
Comments: NDA 20-010 was submitted 8/31/89 and is a pre-
PDUFA Application. Pediatric studies are waived below the
age of 12 years, because the use of Lotrisone Cream and
Lotion is not recommended in patients below the age of 12
years.

12 years 17 years ~ Deferred - 12/31/02
Comments: NDA 20-010 was submitted 8/31/89 and i is a pre-
PDUFA Application.

18 years Adult Completed 12/7/00

This pagé was last _edited{)l)Z/?/W

& {7/

Signature A /\ Date

v’} u/1 2000
& e

JoNATHAN K. wWILKIN (2 [o8[02

http://cdsode4scrv/newpedsdev/pcdsview.asp?Somcé=Peds&Docurhent_id=363 136 12/7/00



A

NDA 20-010 LOTRISONE LOTION PAGE 1

SECTION 16, DEBARMENT CERTIFICATION

Debarment Certification

'Schering Corporation hereby certifies that it did not and will not use in any capacity
the services of any person debarred under section 306 of the Federal Food, Drug
and Cosmetic Act in connection with this application.

APPEARS THIS WAY
ON ORIGINAL
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This NDA 20-010, Lotrisone (betamethasone dipropionate, USP and clotrimazole, USP)
Lotion, is a pre-PDUFA New Drug Application originally submitted on August 31, 1989
and issued Not Approvable Letters on June 29 and December 31, 1990, and issued an
Approvable Letter on July 31, 1991. A complete response to the December 31, 1990,
was received on October 7, 1999.

APPEARS THIS WAY
ON ORIGINAL



NDa 20010 < ‘ 30 July 1991 -

LOTRISONE LOTION

DIVISION DIRECTOR:S MEMORANDUN

In 1988 the Division agreéd with the sponsor of this NDA thai - if the sponsor
demonstrated that Lotrisone Lotion was superior to its vehicle in the treatment

of tinea pedis, that Lotrisone Lotion was superior to its vehicle in the’

treatment of tinea cruris, and that the steroid activity of Lotrisone Lotion and
Lotrisone Cream as measured by cutaneous vasoconstrictor assay methodology was
dermed equivalent ~ then the sponsoir would have met its obligation to demonstrate
safety and efficacy of this line extension of this topical combination of
tlotrimazole and betamethasone. As documented in the medical officer s review,
the sponsor conducted studies which indeed have documented that the Lotion
formulation is superior to its vehicle in the treatment of tinea cruris and
redis. The study design does not allow one to make conclusions reqgarding the
effects each component makes to the claimed effect. The study simply reaffirms
the satisfactory anti-fungal clinical and microbiologic efficacy of the product
in this new formulation.

I believe the thought process in 1988 was that vasoconstrictor assay results,
which established equivalence in steroid activity of +tbhe approved Cream
formulation and the proposed Lotion formulation, would, by inference, establish
the clinical steroid equivalen:ze of the two products. The Cream formulation

«its {(time 1o relief of symptoms) as opposed to the results with the
ingividual ccmponenis alone. As such, the Cream formulation met the requirement
ot o1 CFR 300.50. The Divisional belief was that - with anti-fungal efficacy
ng clinical steroid equivalence to the approved Cream formulation established,
here would be no need to formally establish that the Lotion formulation line
it

The results of the vasoconstrictor assay submitted by the sponsor demonstrate
once again that the assay methodology has observer differences as great as % 0.5
-1 (on al~4scale ) when comparing blanching on the same person with the same
drug formulation. Adding the anti-fungal drug to the formulation is questionably

further eroding this marqin of error inherent in this methodology.

HNornetheless, the results of the vasoconstirictor assay demonstrate that at 24
hours, the mean blanching scores were egquivalent and that at 7 hours, 13/24
subjects had identical blanching scores (comparing Cream and Lotion
fornulations), & subjects exhibited Lotion blanching scores 0.5 to 1 units
greater than the Lream formulation, and 3 subjects demonstrated Lotion blanching
sctores 0.9 - 1.9 less than the Cream formulation. Overall the mean blanching
szore fcr the Cream was approximaiely 1.0 and for the Lotion (two simultaneous
tests) 0.9 and 0.8. As such, the vasoconstrictor could be said to establish
'steroid activity "eguivalence” by divisional interpretative criteria.

As such, I feel the sponsor has met the ctandard espoused by the Division at the
time this product was originally developed. There is nothing in the NDA to make
me believe that this product is not safe or effective as labeled, or that there
is sufficient reason to renege on the original Divisional agreement at this time.

Ad09 3181SS0d 1538



.However, 1 feel that we have learned a great deal from this first experience with
a topical combination product line extension. Most importantly, we have learned
" the vasoconstrictor assdy is a poor method for establishing steroid activity
.equivalence when a the steroid is combined with another product. I would maintain
‘that in the future, sponsors should establish the equivalence of their topical
combination line extensions by either conducting one three-armed study
{combination, anti-fungal, and steroid) using the same (i.e., lotion, cream, etc)
formulation for all three arms. For approval, this study would be expected to
demonstrate that each component of the combination makes a contribution to the
claimed effects. Alternative study designs to demonstrate equivalence to the
approved original product formulation would, of course, be considered on an -
individual basis, should a sponsor wish to undertake an alternative development
approach. :

e

©

§ " VY -

Murray M. Uhmpkin, m.D.

Director

Division of Anti-infective Drug Products
Office of Drug Evaluation 11

Center for Drug Evaluation and Research

APPEARS THIS WAY
- ON ORIGINAL



OFFICES OF DRUG EVALUATION A
ORIGINAL NDA/NDA EFFICACY SUPPLEMENT
ACTION PACKAGE CHECKLIST

NDA # 20-010 Drug: Lotrisone (clotrimazole and betamethasone dipropionate) Lotion
Applicant: Schering-Plough Research Institute Chem/Ther/other Types:_3,4S

PM: Cross Phone:_827-2020  HFD- 540

USER FEE GOAL DATE: pre-PDUFA DATE CHECKLIST COMPLETED: _12/1/00

Arrange package in the following order (include a completed copy of this CHECKLIST): .Check or Comment

1. ACTION LETTER with supervisory signatures - AP_X__AE__NA___
Are there any Phase 4 commitments? 7 Yes_X_ No
2 Have all disciplines completed their reviews? Yes _X__ No

If no, what review(s) is/are still in draft?

3. LABELING (package insert and carton and container labels). Draft
(If final or revised draft, include copy of previous version with ODE's Revised Draft
comments and state where in action package the Division's review Final X

_is located. If Rx-t0-OTC switch, include current Rx Package insert '
and HFD-312 and HFD-560 reviews of OTC labeling.)

4. PATENT INFORMATION : X
5. EXCLUSIVITY CHECKLIST X
6. PEDIATRIC PAGE (all NDAs) X
7. DEBARMENT CERTIFICATION

(Copy of applicant's certification for all NDAs submitted on or after June 1, 1992). X
8. Statement on status of DSI's AUDIT OF PIVOTAL CLINICAL STUDIES N/A

If AE or AP ltr, explain if not satisfactorily completed. Attach a COMIS printout of DS| status.
If no audits were requested, include a memo explaining why.

9. REVIEWS & MEMORANDA: :
DIVISION DIRECTOR'S MEMO | If more than 1 review for any
SROUP LEADER'S MEMO |1 discipline, separate reviews
MEDICAL REVIEW | with a sheet of colored paper. 6/27/90, 10/9/90, 7/18/91, 2/2/92, 4/16/99, 87/11/00

9/13/00 (2), 9/28/00

SAFETY UPDATE REVIEW |Any conflicts between reviews
STATISTICAL REVIEW . jmust have resolution documented 6/22/90
BIOPHARMACEUTICS REVIEW 3/16/99, 3/29/00
PHARMACOLOGY REVIEW (lixclude pertinent IND reviews) 11/29/89, 3/13/00
Statistical Review of Carcinogenicity Study(ies) ' __N/A
CAC Report/Minutes _NA :
CHEMISTRY REVIEW ‘ 12/28/90, 6/27/91, 12/15/94, 4/5/00, 4/25/00, 9/12/00, 12/1/0
Labeling and Nomenclature Committee Review Memorandum 8/24/00
Date EER completed _6/12/00_ (attach signed form or CIRTS printout) _VYES
FUR needed ___ No FUR requested __N/A '
Have the methods been validated? Yes (attach) No__ X
Environmental Assessment Review /FONSI Acceptable
MICROBIOLOGY REVIEW "__2/13/00, 10/3/00
What is the status of the monograph? N/A
10. CORRESPONDENCE, MEMORANDA OF TELECONS, and FAXes X
11. MINUTES OF MEETINGS : X
Date of End-of-Phase 2 Meeting: N/A
Date of pre-NDA Meeting: N/A
12. ADVISORY COMMITTEE MEETING MINUTES X Minutes___ Info Alert

or, if not available, 48-Hour info Alert or pertinent section of transcript. Transcript__X Nomtg__ _



NDA 20-010
Action Package Checklist
Page 2 :

13. FEDERAL REGISTER NOTICES; OTC or DESI DOCUMENTS
14. If spproval letter, has ADVERTISING MATERIAL been reviewed?
If no and this is an AP with draft labeling letter, has
advertising materia! already been requested?
185. INTEGRATED SUMMARY OF EFFECTIVENESS (from NDA)

16. INTEGRATED SUMMARY OF SAFETY (from NDA)

oPEARS THIS WAY
AP ON ORIGINAL

N/A

Yes, V No.

X

Yes, documentation attached

No, included in AP Letter

N/A

X

- NA




SCHERING CORPORATION

w

%

2000 GALLOPING HILL ROAD 3“%. KENILWORTH, NJ. 07033
: TELEPHONE: {S08) 288-4000

December 6, 2000

Jonathan Wilkin, M.D., Director ' NDA 20-010
Division of Dermatologlc and Dental Drug Products LOTRISONE LOTION
Food and Drug Administration o ’
Center for Drug Evaluation and Research

N216 Document Control Room

9201 Corporate Bivd.

Rockvilie, MD 20850

SUBJECT: RESPONSE TO FDA REQUEST-LABELING
'AND POST MARKETING COMMETMENT

Dear Dr. Wilkin;

Reference is made to the facsimile transmissions dated December 6, 2000 from the
Division of Dermatologic and Dental Drug Products regarding the Post-Marketing
Commitment and labeling for NDA 20-010, LOTRISONE® - (clotrimazcle and
betamethasone dipropionate) Cream and Lotion.

We commit to the Post-Marketing Commitment as stated in the December 6, 2000
facsimile transmission.

We concur with the labeling prowded the December 6, 2000 facsimile transmission.

wvh inclusion of the oorrectlon in the betamethasone dipropionate chemical name to
..118,17, 21-trihydroxy...”

~ Please be advised that the material and data contained in this submission are

considered to be confidential. The legal protection of such confidential commercial -

material is claimed under the applicable provisions of 18 U.S.C., Section 1805 or 21

U.S.C., Section 331(j) as well as the FDA regulations.

-

“Sincerely,

Joseph F. Lamendola, Ph.D.
Vice President

U.S. Regulatory Affairs -
EKit

Dask Copy (via fax): Frank Cross

SAOPS\SUBMITAWUSRAWNDA\200 10\ ETTERS\120600Witkin.doc



Form Approved: OMB No. 0910-0338
Expiration Date: April 30, 2000

DEPARTMENT OF HEALTH AND HUMAN SERVICES S5 OMB Statement on page 2.
. FOOD AND DRUG ADMINISTRATION
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN FOR FDA USE ONLY
ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER

(Title 21, Code of Federal Reguiations, 314 & 601)

APPLICANT INFORMATION

NAME OF APPUICANT - " DATE OF SUBMISSION
| Schering Corporation - ) - December 6, 2000
TELEPHONE NO. (inciude Area Coda) FACSIMILE (FAX) Number (include Area Code)
(908) 740-2628 908) 740-2082
APPLICANT ADDRESS (Number, Siras, Clly, State, Country, ZIP Coda or Mall | AUTHORIZED U.S. AGENT NAME & ADDRESS (Nunbar Stroet, City, Siate,
Cods, and U.S. Licenss number if previously lssued): 2IP Code, telsphons & FAX number) IF APPLICABLE
Joseph F. Lamendola, Ph.D.
2000 Galloping Hill Road Vice President
i 2000 Galloping Hill Road -
Kenilworth, New Jersey 07033 Keniworth, N 07033
| PRODUCT DESCRIPTION
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (It previously Issued) 20-010
ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (irads name] IF ANY
clotrimazole/betamethasone dipropionate LOTRISONE Lotion
CHEMICAUBIOCHEMICAL /BLOOD PRODUGT NAME (¢ any) CODE NAME (if any)
8-Fuworo-118, 17.21-tAnydroxy- 16/-mathylpragna-1 4-diene-3,20-clona 17,21 <pmpionaial1{0-Chior>-s.a-dphanybenzyimidazcie SCH 370
DOSAGE FORM: STRENGTHS: . ROUTE OF ADMINISTRATION:
Lotion 0.05% _ Topical
(PROPOSED) INDICATION(S) FOR USE:
.m
APPLICATION INFORMATION
APPLICATION TYPE ' .
{check ona) ¥ NEW DRUG APPLICATION {21 CFR 314.50) [J ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)
[0 BIOLOGICS LICENSE APPLICATION (21 CFR pan 601)
IF AN NDA, IDENTIFY THE APPROPRIATETYPE D3 605)(1)  LJs0s®) (@) mE
TF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION _
NameofDrug Holder of Approved Application
TYFE OF SUBMISSION
{check one) O onigina appucation [ AMENDMENT TO A PENDING APPLICATION [ resusmission
O epresusmission O awaL RePoRT [T ESTABULISHMENT DESCRIPTION SUPPLEMENT [ - SUPAC SUPP.EMENT

O erricacysuppiement [ wapEnG suPPLEMENT ] CHEMISTRY, MANUFACTURING, AND CONTROLS SUPPLEMENT B orHer

REASON FOR SUBMISSION
Response to FDA Request-Lubeling and Post Marketing Commetment

PROPO3ED MARKETING STATUS (cherk one) B PRESCAIPTION PRODUCT (Rx) ] OVER THE COUNTER PRODUCT (OTC)
NUMBER OF VOLUMES SUBMITTED_______ THis Appucanonts B3 paper [ paperanp ELECTRONIC [ ELECTRONIC |
| ESTABLISHMENT INFORMATION ‘

Py

Pravide locations of all manufacturing, packaglng and control skos for drug substance and drug product (eonﬂmatlw sheels may bs used i neoessaty). Inciuge name,
addrass, contact, telephone number, regigtration number (CFN), DMF number, and manufacturing steps and/or type of tasting (e.g. Final dosage form, Stabiiity testing)

conducted at the slte. P\easelndlcatewheﬂmhmhmudybfmpecﬂonu.nnot.mlwﬂlbomdy

~

| Cross References (list reiated License Applications, INDs, NDAs, PMAs 510(k)s, IDEs, BMF:, and DMFs referenced In the current
apniication)

FORM FDA 356h (7/97) : . T cmnm:zgg s;vu:soms:pm) “32488 €F

e e e s s e = e o  te



Uorhic application contains the following items: (Check all that apply)

K
1. Index

. Labeling {check one) [] Draft Labeling 3 Fina! Printed Labeling

2
3. Summary (21 CFR 314.50 (¢))
4. Chemistry section

A. Chemistry, manufacturing, and controls information (e.g. 21 CFR 314 50 (d) (1). 21 CFR801.2)-

B. Samples (21 CFR 314.50 (e) (1), 21 CFR 601.2 (a)) (Submit only upon FDA’s request)

C. Methods validation package (e.g. 21 CFR 314.50 (e) (2) (1), 21 CFR 601.2)

. Nongclinical pharmacology and toxicology section (e.g. 21 CFR 814.50 (d) (2), 21 CFR 601.2)

. Human phamacokinetics and bloavallability section (e.g. 21 CFR 314 50 (d) (3), 21 CFR 601 .2)

. Clinical data section (e.g. 21 CFR 814,50 (d) (5), 21 CFR 601.2)

5
6
7. Clinical Microbiology (e.g. 21 CFR 314.50 (d) (4))
8
9

. Safety update report (e.g. 21 CFR 314,50 (d) (5) (Vi) (b), 21 CFR 601.2)

10. Statistical section {e.g. 21 CFR 314.50 (d) (6), 21 CFR 601.2)

11. Case report tabulations {e.g. 21 CFR 314.50 (f) (1), 21 CFR 6012)

12. Case reports forms (e.g. 21 CFR 314.50 {f) (2), 21 CFR 601.2)

13. Patent Information on any patent which claims the drug (21 U.S.C. 355 (b) or (¢))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b) (2} or (J} (2) (A))

15. Establishment description (21 CFR Part 600, If applicable)

16. Debarment certification (FD&C Act 306 (k) (1))

17. Field copy certification (21 CFR 314.5 (k) (3))

18. User Fee Cover Sheet (Form FDA 3?;97)

X 19. OTHER (Speclfy) Response to FDA Request

CERTIFICATION

1 agree to update this application with new safely information about the product that may reasonably affect the statement of contraindications, warnings, precautions, w
adverss reactions In the draft labeling. | agree to submit safety update reports as provided for by regulation or as requested by FDA. If this application Is approved,| -
agree to comply with al} applicable laws and regulations that apply 10 approved applications, including, but not imited to the following:

1. Good manutacturing practice reguiations in 21 CFR 210 and 211, 608, and/or 820. -

2. Biological establishment standards In 21 CFR Pant 600.

3. Labeling reguiations in 21 CFR 201, €08, 610; 860 and/or 809.

4. In the cass of a prescription drug or bloloqk:al product, prascription drug advertising regulations In 21 CFR 202,

5. Regulations on making changes in application in 21 CFR 314.70, 314.71, 314.72, 314,97, 314.98, and 601.12,

6. Regulations on reponts In 21 CFR 314.80, 314.81, 800.80 and 600.81.

7. Local, state and Federal environmental Impact laws.
i this application applies to a drug product that FDA has proposed for scheduling mucomuedsmmmum 1 agree not to market the product until the Drug
Enfotcement Administration makes a fina! scheduding decislon,
The data and information In this submission have been reviewed and, to the best of my knowledgs are certified to be trus and accurate,
Warning: a williully false stalemsni Is a criminal offanse. U.S. Codse, title 18, saction 1001.

| SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE
g&«/ ﬁ/ Joseph F. Lamendola, Ph.D. o 12/
n&or oSt , Vice President, U.S. Regulatory Aﬂairs 3 6/00
ADDRESS (Stresl, City, Stale, and ZIP Cods) Telephone Number
2000 Galloping Hill Road, Kenilworth, NJ 07033 (908) 740-2628

Pub!lc reportlng burden for this collection of Information Is estimated to average 40 hours per responss, lncludlng the time for revlewxng
instructions, searching existing oata sources, gathering and maintaining the data needed, and completing and reviewing the collection of

Information. Send comments regarding this burden estimate or any other aspect of this eoﬂectlon of information, including suggestions for
reducing this burden to:

DHHS, Reports Clearance Officer . An agency may not conduct or sponsor, and a
Papsrwork Reduction Project (0910-0338) person Is not required to respond to, & collection
Hubert H. Hurmphrey Building, Room 531-H of information unless it displays a currently valld .
200 Independence Avenus, SW. | OMB control number

Wasnington, DC 26201

Please DO NOT RETURN this form to this address.

FORM FDA 356h (7/87)
PAGE 2
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SCHERING CORPORATION

2000 GALLOPING HILL ROAD 3“% KENILWORTH, NJ. 07033
’ ¢ TELSPHONE: (808} 298-4000

November 29, 2000

Jonathan Wilkin, M.D., Director ' NDA 20-010

Division of Dermatologic and Dental Drug Products LOTRISONE LOTION .
Food and Drug Administration S :

Center for Drug Evaluation and Research
N216 Document Control Room

8201 Corporate Bivd.

- Rockville, MD 20850

SUBJECT: RESPONSE TO FDA REQUEST REGARDING LABELING AND
PHASE 4 COMMENTS

Dear Dr. Wilkin:

Reference is made to the 11/22/00 FAX from the Division of Dermatological and
Dental Drug Products as well as a teleconference which took place on 11/29/00
between the Agency's CMD. Frank Cross and Schering's Ms. Elin Krhoun regarding
the Phase 4 clinical commitment for Lotrisone Lotion. NDA 20-010. Schering agrees
to monitor the efficacy of the educational campaign according to the following plan.
As discussed, it has been modified slightly to more clearly describe the activities.

“Evaluate the efficacy of Schering’s educational campaign by

. monitoring the pediatric use of Lotrisone Lotion and Lotrisone Cream
groups: 0-1, 1-2, 2-4, 4-8 and 8-12 years for; 1) all uses and 2) uses in
diaper dermatitis. Usage will be estimated by utilizing the IMS Health
databases; physician survey data from the National Disease and
Therapeutic irdex (NDTI) should be used to estimate the percentage
of total use in these specified populations then multiplied by the total
Lotrisone usage available through the National Prescription Audit
(NPA) 1o derive the estimated Lotrisone use in the above specified age

- groups. A second database, estimating prescription use through any
means in the above populations, will be utilized to support the IMS

- estimate. Such evaluations are to be are to be performed annually. A
baseline evaluation, i.e., before the labeling change (e.g., 1999 or
2000), should be submitted within three months of approval.”

JAOPS\SUBMITWSRAWDA\20010\LETTERS\112800Wilkin.doc
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DIVISION OF DERMATOLOGIC AND DENTAL DRUG PRODUCTS | o NOVEMBER 2:‘.\269&02 .

Referénce is made to the 11/22/00 FAX from the Division of Dermatological and
Dental Drug Products as well as the teleconference which took place on 11/28/00
between the Agency's CMD. Frank Cross and Schering's Ms. Elin Krhoun regarding
the labeling for Lotrisone Lotion NDA 20-010. Schering agrees to the text of the
product insert (P1) and patient package insert (PPl) labeling as provided. However,
as discussed and agreed, the Pl and PPl could be formatted as a single sheet
separated by perforations to enable the healthcare provider to separate the PPl and
give it to the patient with the product. Directions for the pharmacists/healthcare
provider will be added to the 10-mL and 30-mL cartons. See attached copies with
the additions indicated.

I.n addition, as discussed several minor typos will be corrected.

e Generic Name on Pl: Parentheses will be added and the “C” in clotrimazole and
“B" in betamethasone will be lower case to be consistent with the labels and

cartons. This was agreed as noted in the FAX from CMD. Frank Cross on
11/9/00.

e In PRECAUTIONS - Pragnancy Category C, two paragraphs will be used for
description of the Segment Il (teratology studies).

« In Nursing Mothers section of the Pl, 5™ line, “product” should be “produce”,
- Le., “..insufficient systemic absorption to produce detectable quantities...".

o In the How Supplied section for LOTRISONE Lotion, “to” will be changed to
“between”; i.e., “...excursions permitted between 15°C and 30°C...".

e In the PPl, 1* page, 5™ paragraph, “message” should be *massage”, i.e.,
“Gently massage...". - : .

Also, several other minor grammatical corrections will be made:

. ‘In PRECAUTIONS General, 6™ paragraph, the cross-reference should be

bolded, l.e., (See PRECAUTIONS - Pedlatric Use).

e In PRECAUTIONS Carcinogenicity, Mutagenicity, Impalrment of Fertility
and Pregnancy Category C, dashes will be added to numbers preceding
“fold”, e.g., *5- and 38- fold".

e In PRECAUTIONS - Pediatric Use, 4" line, “cream" will be capitalized, i.e.,
“LOTRISONE Cream" and * and in the PPI, 1% paragraph, 7" line, “Lotrisone”
will be all capitals, i.e., LOTRISONE".

e In several places, periods will bdplaced at the end of the sentence rather than
at the end of the cross-reference parentheses.

« In last sections identifying the company, etc., the date of Pi and PPI, “Revised
11/20/2000" will be changed to "Rev. 11/00" and the “®" symbol will be
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. DMSION OF DERMATOLOGIC AND DENTAL DRUG PRODUCTS NOVEMBER 2:{&050(;

- changed to “©". "Rights” will be changed to “rights”, i.e., "All rights reserved.”
This section in the PPI will be made the same as that in the Pl.

o Inthe PPI, 2™ paragraph, in the question, “Work™ will be lower case, “work”.
"« In the PP, 8" section, the storage statements will be bolded.

Reference is also made to the 11/24/00 FAX from the Division of Dermatological and
Dental Drug Products as well as a teleconference which took place on 11/29/00
between the Agency’s CMD. Frank Cross and Schering's Ms. Elaine Potomski
_regarding Phase 4 CMC commitments for Lotrisone Lotion NDA 20-010.

Schering agrees to monitor the particle size of the product, and report the resuits to
- the Agency on a quarterly basis as well as in the annual stability.report.

Schering also agrees to perform Homogeneity testing on all future stability batches
and report the results of the first three production batches to the Agency, on a
quarterly basis as well as in the annual stabllity report. As agreed to during the
11/29/00 teleconference, if results of the homogeneity testing do not indicate a
problem, Schering will request the opportunity to . discuss wnthdrawlng the
commitment from the application.

Schering also acknowledges the statement-on the 11/24/00 FAX that "The Applicant
was also advised that out of specification results at 12 months at the intermediate
and accelerated testing ranges are not usually cited as reasons for withdrawai of the

drug from the market." All stabnllty testing results will be submitted in the product's
Annual Report.

Please be advised that the material and data contained in this submission are
considered to be confidential. The legal protecuon of such confidential commercial
. material is claimed under the applicable provisions of 18 U.S.C., Section 1905 or 21
U.S.C,, Section 331(j) as well as the FDA regulations.

Sincerely,

Vo A
C@L« ’I\DCZ’\
Joseph F. Lamendola, Ph.D.

Vice President
U.S. Regulatory Affairs

EK/it
Enclosure )
Desk Copy: Frank Cross (via fax)
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R ""~ DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: Giv No. 0910-0338

FOOD AND DRUG ADMINISTRATION Expiration Date: March 31, 2003
- See OMB Statement on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE ONLY
" OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER

(Title 21, Code of Federal Regulations, 314 & 601)

APPLICANT INFORMATION .
NAME OF APPUCANT " DATE OF SUBMISSION

Schering Corporation November 29, 2000
TELEPHONE NO. (inciude Arsa Code) . , FACSIMILE (FAX) Number (include Area Code)

908) 740-2628 ’ (908) 740-2982
APPUCANT ADDRESS (Number, Street, City, State, camy ZIP CodeorMail - | AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, Ciy, State.
Code, and U.S. License number if praviously issued): 2P Code, tsisphone & FAX number) IF APPLICABLE
2000 Galloping Hill Road Joseph F. Lamendola, Ph.D. .

- : Vice President, U.S. Regulatory Affairs
Kenilworth, New Jersey 07033 i 2000 Galloping Hill Road
Kenilworth, NJ 07033

PRODUCT DESCRIPTION _
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER {1 previously issued) 20-010
ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY
clotrimazole/ betamethasone dipropionate LOTRISONE Lotion
CHEMICALBIOCHEMICAL /BLOOD PRODUCT NAME (7 any) CODE NAME (# any)
9-Fluore-116. 17 21-trthydroxy-168-methytpregna-1.4-Giene-3 20-chone 17 21-dipropionate’t {o0-Chioro-a.a-<ohenybenzyllimidazole SCH 370
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:
Lotion - 0.05% Topical
(PROPOSED) INDICATION(S) FOR USE:

———"

APPLICATION INFORMATION

APPLICATION TYPE
{check one) O NEwW DRUG APPLICATION (21 CFR 314.50) [J ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)

[0 BIOLOGICS LICENSE APPLICATION (21 CFR part 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE Bsospy(y . Osese@

IF AN ANDA, OR 505(b)(2). IDENTIFY THE REFERENCE UST=D DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Holder of Approved Apgplication

TYPE OF SUBMISSION (check one) [J ORIGINAL APPLICATION [J AMENDMENT TO A PENDING APPLICATION O ResuBmISSION

3 pResusMmiSSION [0 ANNUAL REPORT [J ESTABUSHMENT DESCRIPTION SUPPLEMENT [0 EFFCACY SUPPLEMENT
[J LABELING SUPPLEMENT [] CHEMISTRY, MANUFACTURING, AND CONTROLS SUPPLEMENT B ortHer

IF A SUBVISSION OR PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

iF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY 0 cse 2 CBE-30 3 Prior Approval (PA)

REASON FOR SUBMISSION

Response to FDA Request

PROPOSED MARKETING STATUS (check one) BJ PRESCRIPTION PRODUCT (Rx) [} OVER THE COUNTER PRODUCT ©10)

NUMBER OF VOLUMES SUBMITTED THIS APPLICATION!S [X] PAPER [ PAPER AND ELECTRONIC [ ELECTRONIC

ESTABUSHMENT INFORMATION (Full establishment information should be provided in the body of the Application.)

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). include name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of !estmg (e.g. Final dosa : vorm Stabllnyltestmg)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready. .

FORM FDA 356h (4/00) Croatad by Elecironic



PUBLIC HEALTH SERVICE ’ Expiratic;n Date: November 30, 1996.

FOOD AND DRUG ADMINISTRAT!ON U S E R FE E C OVE R S H EET

Sublic reporting burden for this collection of information is estimated to average 30 minules per response, including the time for reviewing instructions, searching existing data sources, mmenngand
mmmmmemmmwwmmmmmmdmomdmmmwmwmeofmymrmdm llection of i
supgestions for reducing this burden to:

Reports Clearance Officer, PHS and to: ’ Office of Management and

Budget
Hubert H. Humphrey Building, Room 721-8 X Paperwork Reduction Project (0910-0297)
200 independence Avenue, SW. Washington, DC 20503
Washington, DC 20201
Attn: PRA

Please DO NOT RETURN this form 1o efther of these addresses.

See Instructions on Reverse Before Completing This Form.

1. APPLICANT'S NAME AND ADDRESS 2. USER FEE BILLING NAME, ADDRESS, AND CONTACT
Schering Corporation | Schering Corporation
2000 Galloping Hill Road - 2000 Galloping Hill Road

{ Kenilworth, NJ 07033 Kenilworth, NJ 07033

Attn: Joseph F. Laméndola, Ph.D.

3. TELEPHONE NUMBER (include Area Code)
(908)740-2628

4. PRODUCT NAME
LOTRISONE® Lotion

5. DOES THIS APPLICATION CONTAIN CLINICAL DATA? a YES © NO

IF YOUR RESPONSE IS “NO” AND THIS IS FOR A SUPPLEMENT, STOP HERE AND SIGN THIS FORM.

6. USER FEE LD. NUMBER ' 7. LICENSE NUMBER/NDA NUMBER -
20-010

8. 1S THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF SO, CHECK THE APPLICABLE EXCLUSION.

O A LARGE VOLUME PARENTERAL DRUG PRODUCT 00  THE APPLICATION IS SUBMITTED UNDER 505(b)(2)
APPROVED BEFORE 9/1/92 (See reverse before checking box.)
O AN INSULIN PRODUCT SUBMITTED UNDER 506

FOR BIOLOGICAL PRODUCTS ONLY

WHOLE BLOOD OR BLOOD COMPONENT FOR O A CRUDE ALLERGENIC EXTRACT PRODUCT
TRANSFUSION
[0  BOVINE BLOOD PRODUCT FOR TOPICAL O AN “IN VITRO" DIAGNOSTIC BIOLOGIC PRODUCT
APPLICATION LICENSED BEFORE 9/1/92 , LICENSED UNDER 351 OF THE PHS ACT"
9. a. HAS THIS APPLICATION QUALIFIED FOR A SMALL BUSINESS EXCEPTION? O Yes [m] NO
: . * (See reverse if answered YES)
b. HAS A WAIVER OF APPLICATION FEE BEEN GRANTED FOR THIS APPLICATION? O YES O NO
’ (See reverse if answered YES)

This completed form must be signed and sccompany each new drug or biologic product, original or supplement.

SNATURE OF AUTHORIZED COMPANY REPRESENTATIVE TITLE DATE
W ID ety Vice President , October 7, 1999
ffor Dr. Lamendola : U.S. Regulatory Affairs

FORM FDA 3397 (12/83)



" This NDA 20-010, Lotrisone (betamethasone dipropionate, USP and clotrimazole, USP)
Lotion, is a pre-PDUFA New Drug Application originally submitted on August 31, 1989
and issued Not Approvable Letters on June 29 and December 31, 1990, and issued an

. Approvable Letter on July 31, 1991. A complete response to the December 31, 1990,
was received on October 7, 1999.

APPEARS THIS WAY
ON ORIGINAL



SCHERING ~CORPORATI

2000 GALLOPING HILL ROAD  3%%  KENILWORTH, NJ. N

o]\ O

NDA ORIG AMENDMENT -

October 13, 2000

Dr. Wilkin, M.D., Director ‘ NDA 20-010 -
Division of Dermatologlc and Dental Drug Products LOTRISONE LOTION
Food and Drug Administration . ,
N216 (Document Control Room)

9201 Corporate Bivd g L
Rockville, MD 20850 :

SUBJECT: RESPONSE TO FDA REQUEST FOR INFORMATION

Dear Dr. Wilkin:

Reference is made to the October 2, 2000 teleconference in which the labeling
submitted on September 27, 2000 was discussed. At the teleconference it was
agreed that we could send our views on the use Of the wesume ~or other
graphics to indicate “Not recommended for use under the age of 12 years and not
recommended for diaper dermatitis”, as they would affect policy issues.

Our position regarding the use of a graphic symbol to supplement product labeling is
attached.

As discussed at the teleconference, we proposed that the Division issue the Action
Letter for the Lotrisone Lotiori NDA. Schering believes that labeling symbols should
be a joint industry/FDA project, and not imposed upon one company in the interim.

- The proposed labeling sent to Schering on October 3, 2000 is adceptable in other
aspects except for the inclusion of the ! ==swewsm  and the exceptions listed
below for the package insert, patient package insert, cartons and 30-mL bottle label.

o Package and Patient Package Inserts Headers, Cartons and Bottle

~ Labels:: —= was deleted before “clotrimazole and betamethasone
dipropionate” and parentheses  added, to make more room for additional
“‘use” text.

DU,

.



v DIVISION OF DERMATOLOGIC AND DENTAL DRUG PRODUCTS "OCTOBER 13, 2000

PAGE 2

Package Insert, Page 2, lines 16 and 23, and Bottle labels and Cartons:

e W . . - - - b e — -
_ wamasenw as requested by Dr. DeCamp in the October 3,
2000 teleconference.

- Package Insert, Page 4, line 19: It appears in the fax copy th'at the *I" in

“Information Is" are caps; they should be lower case.

'Package Insert, P. 19, line 20, add *" to "30 mL", :t‘b'be “30-mL".

Package Insert, P. 19, line 21 delete "only” when referring to storage
conditions. '

As discussed a sample of the 10-mL bottle label will be submitted shortly.

Please be advised that the material and data contained in this submission are
considered to be confidential. The legal protection of such confidential commercial
material is claimed under the applicable provisions of 18 U.S.C., Section 1905 or 21
U.S.C., Section 331(j) as well as the FDA regulations.

EK/it

-+ Enclosure

Sincerely,

-_ y 5 ., / .
AN T
Joseph F. Lamendola, Ph.D.

Vice President
U.S. Regulatory Affairs

Désk quy: Frank Cross

JAOPS\SUBMIMUSRAWDA\20010\LETTERS\101200Wilkin.doc
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-lll. Addressing the Need for Appropriate Labeling of Lotrisone Products.

Schering-Plough requests approval of Lotrisone Lotion. We believe that our -
mutual agreement to implement the several alternative measures recommended
by the Agency and the Advisory Committee described below will ensure
appropriate labeling of this product.

A. Labeling for Lotrisone products would be as agreed to in the |
October 2, 2000 teleconferences, —

———

B. The agreed upon prominent, bolded wording is being added to the
carton, container label (on the lotion bottle) and patient package insert;

“NOT RECOMMENDED FOR PATIENTS UNDER THE AGE OF 12
YEARS AND NOT RECOMMENDED FOR DIAPER DERMATITIS”

These words provide appropriate precautions for use of the product
according to current regulatory policies and practices.

C. A patient package insert has been developed and will been placed
in each Lotrisone carton, as requested by the Agency.

D. We have initiated an educational campaign directed at informing
pediatric physicians on the proper-labeled use of Lotrisone Cream.
In September, we began making personal sales representative visits to
Js— _ physicians of Lotrisone emphasizing the need to
avoid the use of the product in patients under 12 years of age and in the
use of diaper dermatitis. ~  ~===
, emms  we plan. TR
> We have been recelvmg posutlve feedback from physucuans
expressing their pleasure with our efforts to eliminate inappropriate use of
Lotrisone. The new labeling of the product is a prominent part of our
promotional material and is being highlighted on every call (see the
attached). We believe that this has been an effective way to inform
physicians on how to safely and appropriately use our products.

E. Applicable adverse event reports for patients under 12 years of
age will be submitted as expedited reports to the Agency.



s

)
rﬂ_ﬁ Schering-Plough Research Institute

2000 Galloping Hill Road TELECOPIER TRANSMITTAL SHEET
A Kenilworth, New Jersey 07033 » )

Please deliver the following | g pages (including cover page)
if transmittal is incomplete or ilegible, please call: 908-740-5434

7 November 29, 2000
CMD. Frank Cross
301-827-2075

4 Elin R. Krhoun-

K-6-1 1635

808-740-6500

Lotrisone Lotion - NDA 20-010

Attached is a copy of the response on the Iabeiing and Phase 4 commitmenté.

| Regards, -
Elin Krhoun S

Reg. Affairs Manager

J\Shared\KRHOUN\Diprolene\OGD Fﬁxdoc



September29,2000 - . . T:IINT
Food and Drug Administration . ~ NDA 20-010
Center for Drug Evaluation and Research ‘ Lotrisone®
Document Control Room (HFD-540) ' (betamethasone dipropionate,
5600 Fishers Lane USP and clotrimazole, USP)

Rockville, MD 20857 ~ Lotion
Attention: Jonathan Wilkin, M.D., Director :
Division of Dermatologic and Dental Drug Products

SUBJECT: 12-MONTH STABILITY REPORT

Dear Dr. Wilkin;

Reference is made to NDA 20-010 for Lotrisone Lotion and its amendment dated
October 7, 1999 as well as the following subsequent correspondences dated March
3, 2000, March 13, 2000, Apnl 5, 2000, April 13, 2000, May 5,2000 and June 30,
2000. .

An updated stability report containing 12-months of data on three batches of
Lotrisone Lotion manufactured at our Kenilworth facility is being sent to NDA 20-010
today (September 29, 2000) via overnight delivery. This update is provided in
accordance with our prior discussion with the Division .on February 24, 1999
regarding our amendment to NDA 20-010 for Lotrisone Lotion and in accordance
with your recent requests for additional stability data.

In accordance with 21 CFR 314.60 (c), Schenng Corporatlon certifies that a copy of

tge technical section of this amendment is being sent to FDA's New Jersey District
ffice. :




' DNISION OF DERMOTOLOGIC AND DENTAL PRODUCTS SEPTEMBER 29, 2000
- NDA 20-010 LOTRISONE LOTION ° ‘ - PAGE 2

| ’Please be advised that the material and data contamed in this submission are
considered to be confidential. The legal protection of such confidential commercial
material is claimed under the applicable provisions of 18 U.S.C., Section 1905 or 21
‘uUs. C., Sectlon 331(j) as well as the FDA regulations.

Sincerely,

Nncholas J. Pelhccnone, Ph.D.
Vice President, CMC
Worldwide Regulatory Affairs

EP/sa

APPEARS THIS WAY
ON ORIGINAL

SO
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2000 GALLOPING HILL ROAD 3% 'KENILWORTH, NJ. 07033 Aeseny -
' @ o : TELEPHONE: (90) 2884000 .
A "\! " -
ND Vi u: n;;x.?.DF\ﬂENT :
September 27, 2000 £ L
Food and Drug Administration - ' NDA 20-010

Center for Drug Evaluation and Research LOTRISONE LOTION
Document Control Room (HFD-540) :

5600 Fishers Lane .
 Rockville, MD 20857 ‘

Attention: Jonathan Wilkin, M.D., Drrector
Division of Dermatologrc and Dental Drug Products

'SUBJECT: RESPONSE TO FDA REQUEST

REVISED DRAFT LABELING
Dear Dr. Wilkin:

We refer you to your September 15, 2000 fax with the proposed draft labeling for
Lotrlsone Cream and Lotion.

We are providing our proposed Lotrisone Cream and Lotion Revised Draft Labeling.
The following revisions are proposed:

Package Insert (Pl):

The ___, ,4—,"‘".""","'":'" - ‘ i was deleted
This graphrc is a pictorial representatron which mdrcates “DO NOT USE...

and is not consistent with “NOT RECOMMENDED FOR . - “NOT
RECOMMENDED FOR PATIENTS UNDER THE AGE OF 12 YEARS AND
NOT RECOMMENDED FOR DIAPER DERMATITIS” is included prominently
at the beginning of the PI and two times in the text portion. At the June 29,
2000 DODAC Committee meeting, the Advnsory Committee and the Agency
agreed that “NOT RECOMMENDED...” was appropriate wording rather than

“NOT FOR USE...”. Pictorial wamings such as thns for topical drugs
: ,contarmng corticosteroids are unprecedented.

DESCRIPT!ON
“For LOTRISONE Cream, “70/30” was added after cetearyl alcohol to be

ORIINAL“

consistent with the listing of ingredients for the Lotion.
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Division of Dermatological and Dental Drug Products - September 27, 2000

NDA 20-010 ) , o Page3
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Please be advised that the material and data contained in this submission are
considered to be confidential. The legal protection of such confidential commercial
malterial is claimed under the applicable provisions of 18 U.S.C., Section 1905 or 21
U.S.C., Section 331(j) as well as the FDA regulations.

Smcerely,

?a«ﬁWm”g,/

Joseph F. Lamendola, Ph.D.
~Vice President
U.S. Regulatory Affairs

EK/js
Enclosure
Desk Copy: Frank Cross, HFD-540




SCHERING CORPORATION

© 2000 GALLOPING HILL ROAD

August 30, 2000

Food and Drug Administration

Center for Drug Evaluation and Research - e iamann ,
Document Control Room (HFD-540) NDA 17-781 (Dlprosone Lot:on)
5600 Fishers Lane N
Rockville, MD 20857 NDA 18-741 (Dlprolene Olntment)
Attention: Jonathan Wilkin, M.D., Director NDA 19-408 (Dlprolene Gel)
- Division of Dermatologic and Dental NDA 19-555 (Dlprolene AF Cream)
Drug Products : NDA 18-827 (Lotrlsone Cream)

NDA 20-010 (Lotrisone® Lotion)

SUBJECT: NOTIFICATION OF GENERAL CORRESPONDENCE TO e
NDA 19-716— ADDITIONAL ANALYTICAL METHODS FOR
BETAMETHASONE DIPROPIONATE

Dear Dr ‘Wilkin,

Reference is made to our approved application for Diprolene Lotion (NDA 19-716)
which serves as the central repository for all chemistry, manufacturing and controls
information pertaining to the drug substance betamethasone dipropionate for each of -
the NDAs referenced above in this letter. Reference is also made to our August 30,
2000 general correspondence notifying FDA that we have developed a method for
determining Estimation of Chromatographic Impurities. A copy of the analytical

- procedure for determining Est:matnon of Chromatographic lmpuntles was provnded to
NDA 19-716. ~

~ During the next 12 months, we wili be generating a database using the method for

Estimation of Chromatographic Impurities in order to develop an appropriate

specification. In November 2001, following the review of the database and

subsequent specification development, we will submit a prior approval supplement to

establish this additional method and specification as the regulatory method with final .
specification. : :

OR\G\NAL



NDA 18-716 DIPROLENE® LOTION

AUGUST 29, 2000
DIVISION OF DERMATOLOGIC AND DENTAL DRUG PRODUCTS

PAGE 2

Piease be advised that the material and data contained in this submission are
considered to be confidential. The legal protectlon of such confidential commercial
material is claimed under the applicable provisions of 18 U.S.C., Section 1905 or 21
u.s.c, Sectlon 331(j) as well as the FDA regulations.

. Sincerely,

ﬂ v ﬁ@cﬂﬂ’ < %\
Nicholas J. Pelliccione, Ph.D.

.Vice President, CMC
Worldwide Regulatory Affairs

BM/sa
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SCHERING CORPORATION

203¢ GALLOPING HILL ROAD  2%%;  KENILWORTH, NJ. 07033

g

) ‘ " TELEPHONE: (908) zss
NEA GRIG AMENDMENT  Avoust 16,2000

Food and Drug Administration NDA 20-010
Center for Drug Evaluation and Research \ LOTRISONE LOTION
Document Control Room (HFD-540) «NDA:18-827
5600 Fishers Lane LOTRISONE CREAM
Rockville, MD 20857
Attention: Jonathan Wilkin, M.D., Director

Division of Dermatologic and Dental Drug Products = A [ -

PN

SUBJECT: RESPONSE TO FDA REQUEST

Dear Dr. Wilkin:

Reference is made to the August 16, 2000 telephone call to Efin Khroun from Frank
Cross in which he requested a disk with a WORD file with the labeling for the Patient

Information Leaflet (Patient Package Insert) for Lotrisone Lotion and Lotrisone
Cream submitted on August 15, 2000.

In response to Mr. Cross's request, a disk with a WORD file with the labeling the
Patient Information Leaflet (Patient Package Insert) for Lotrisone Lotion and

Lotrisone Cream is being provided. A hard copy of the text is also included. The
- .disk is attached to Mr. Cross’s desk copy.

Please be advised that the material and data contained in this submission are
considered to be confidential. The legal protection of such confidential commercial
material is claimed under the applicable provisions of 18 U.S.C., Section 1905 or 21
U.S.C,, Section 331(j) as well as the FDA regulations.

Sincerely,

Joseph F. Lamendola, Ph.D.
Vicy President
U.S. Regulatory Affairs

. © QRIGINAL

Desk Copy Frank Cross (WORD disk attached)
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Fom Approved: OMB No. 0910-0338

FOOD AND DRUG ADMINISTRATION Expiration Date: March 31, 2003
. o See OMB Statement on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER

(Title 21, Code of Federal Regulations, 314 & 601)

APPLICANT INFORMATION

“NAME OF APPLICANT DATE OF SUBMISSION

Schering Corporation : September 27, 2000

TELEPHONE NO. (Indude Area Code) ‘ FACSIMILE (FAX) Number (inciude Area Cooe)

(908) 740-2628 - (908) 740-2243 - ,

APPLICANT ADDRESS (Number, Street, City, Stats, Country, ZIP Code or Mail AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,
Code, and U.S. License number if previously issued): ZIP Code, telephone & FAX number) \F APPUICABLE

allopina Hill R Joseph F. Lamendola, Ph.D.
izggvf/;orth PN egw J ersgac(’)7033 Vice President, U.S. Regulatory Affairs I_Z L
' versey : 2000 Galloping Hill Road
Kenilworth, NJ 07033

PRODUCT DESCRIPTION
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (if previously issued) 20-010
ESTAELLISHED NAME (e.g., Proper name, USF/USAN name) i PROPRIETARY NAME (frade name) IF ANY
clotrimazole/ betamethasone dipropionate LOTRISONE Lotion
CHEMICAL/BIOCHEMICAL /BLOOD PRODUCT NAME (if any) CODE NAME (i any)
$-Fluore-118. 17.21-tnnydroxy- 168-methyipregna- 1.4-giene-3.20-dione 17 21-dipropionate/1-{o-Chioro-a.a-diphenyibenzyllimidazole SCH 370
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:
Lotion 0.05% Topical
(PROPOSED) INDICATION{S) FOR USE:
R

APPLICATION INFORMATION

APPLICATION TYPE .
(check one) [J NEW DRUG APPLICATION (21 CFR 314.50) [0 ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)

[0 BIOLOGICS LICENSE APPLICATION (21 CFR part 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE B 505 (b) (1) 505 (b) (2)

IF AN ANDA, OR 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION -
Name of Drug Holder of Approved Application

TYPE OF SUBMISSION (check one) [ ORIGINAL APPLICATION [ AMENDMENT TO A PENDING APPLICATION . [0 ResusmISSION
[ PRESUBMISSION 3 ANNUAL REPORT [J ESTABLISHMENT DESCRIPTION SUPPLEMENT [] EFFICACY SUPPLEMENT
O LABELING SUPPLEMENT O CHEMISTRY, MANUFACTURING, AND CONTROLS SUPPLEMENT B omHer

IF A SUBMISSION OR PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY O cBE [ cBE-30 3 Prior Approval (PA)
REASON FOR SUBMISSION ’

Response to FDA Request - Revised Uraft Labeling

PROPOSED MARKETING STATUS (check one) B PRESCRIPTION PRODUCT (Rx) g OVER THE COUNTER PRODUCT (OTC)
NUMBER OF VOLUMES SUBMITTED THIS APPLICATION IS D PAPER - E PAPER AND ELECTRONIC D ELECTRONIC

ESTABLISHMENT INFORMATION (Fuill establishment information should be provided in the body of the Application.)

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product {continuation sheets may be used if necessary). Inciude name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g. Final dosage form, Stability/testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it wili be ready.

FORM FDA 356h (4/00) ’ = T PSPPI
1 U t—J L ‘ AT PAGEF-J_‘ e,
_ seheS



l This apnlication contains the following items: (Check all that apply)

1.

Index

. Labeling {check one) [J Dratft Labeling O Final Printed Labeling

Summary (21 CFR 314.50 (c}))

2
3.
4

. Chemistry section

A. Chemistry, manufacturing, and controls information (e.g. 21 CFR 314.50 (d) (1), 21 CFR 601.2)

B. Samples (21 CFR 314.50 (e) (1), 21 CFR 601.2 (a)) (Submit only upon FDA’s request)

C. Methods validation package (e.qg. 21 CFR 314.50 (e) (2) (i), 21 CFR 601.2)

Nonclinical pharmacology and toxicology section (e.g. 21 CFR 314.50 (d) (2), 21 CFR 601.2)

Human pharmacokinetics and bioavailability section (e.g. 21 CFR 314.50 (d) (3), 21 CFR 601.2)

Clinical Microbiology (e.g. 21 CFR 314.50 (d) (4))

Clinical data section (e.g. 21 CFR 314.50 (d) (5), 21 CFR 601.2)

Safety update report (e.g. 21 CFR 314.50 (d) (5) (vi) (b), 21 CFR 601.2)

. Statistical section (e.g. 21 CFR 314.50 (d) (6), 21 CFR 601.2)

. Case report tabulations (e.g. 21 CFR 314.50 (f) (1), 21 CFR 601.2)

Case reports forms (e.g. 21 CFR 314.50 (f) (2), 21 CFR 601.2)

. Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or (c})

. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b) (2) or (j) (2) (A))

15.

Establishment description (21 CFR Part 600, if applicable)-

16.

Debarment certification (FD&C Act 306 (k) (1))

17.

Field copy certification (21 CFR 314.5 (k) (3))

18.

User Fee Cover Sheet (Form FDA 3397)

19.

Financial Information (21 CFR Part 54)

20.

®|O|0|0|0|0|0{0|0|0{0|0|a(0|0|o|o|0(0|0|oj0o(0

slo:m;swnra

OTHER (Sper_:ify) Response to FDA Request - Revised Draft Labeling

CERTIFICATION

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications, -
wamings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this application is approved, | agree to comply wnh all applicable laws and regulations that apply to approved applications,
including, but not limited to the following:

Good manufacturing practice regulations in 21 CFR Parts 210 and 211, or applicable reguiations, Parts 606, and/or 820.

. Biological establishment standards in 21 CFR Part 600.
. Labeling regulations in 21 CFR Part 201, 606, 610, 660 and/or 809.

In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR 202.

. Regulations on making changes in application in FD&C Act Section 506A, 21 CFR 314.71, 314.72 , 314.97, 314.99, and 601.12.
. Regulations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.

Local, state and Federal environmental impact laws.

If this apphcatnon applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act | agree not o market the
product until the Drug Enforcement Administration makes a final scheduling decision.

The data and information in this submission have been reviewed and, to the best of my knowledge are certified to be true and accurate.
Warning: A wilifully false statement is a criminal offense, U.S. Code, title 18, section 1001.

SIGNATYRE OF RESP FFIGIAL OR AGENT TYPED NAME AND TITLE DATE
Yt iv // gt Joseph F. Lamendola, Ph.D. ;

Hor Dr. Lgmendo,a { T Vice President, U.S. Regulatory Affairs 9/21/00

ADDRESS (Streer, Crty, State, and ZIP Code) Telephone Number

20C0 Galloping Hil: Road, Kenilworth, NJ 07033 (908) 740-2628

Public reporting burden for this coliection of information is estimated to average 40 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of
information. Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for
reducing this burden to:

D=partment ¢f Health and Human Services An agency may not conduct or sponsor, and a
Fsod and Drug Administration Person is not required to respond to, a collection of
CBER, HFM-89 Information unless it displays a currently valid OMB
1401 Rockville Pike ' Control Number

Rockville, MD 20852-1448

FORM FDA 356h (4/00) PAGE 2
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1 Form Approved: OMB No. 0910-0338

DEPARTMENT OF HEALTH AND HUMAN SERVICES g’;";”gﬁ;’g Date: Aprit 30, 2000
* FOOD AND DRUG ADMINISTRATION Statement on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN FOR FDA USE ONLY
ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 21, Code of Federal Regulations, 314 & 601) ‘

APPLICANT INFORMATION

NAME OF APPLICANT ) DATE OF SUBMISSION

Schering Corporation ' October 13, 2000
-TELEPHONE NO. (Indude Araa Code) FACSIMILE (FAX) Number (include Area Code)

(908) 740-2628 . L T S (908) 740-2243 . '
APPLICANT ADDRESS (Number, Streef, Crry sm, Courmy, ZIP Code or Mail AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, Cny Stare
Code, and U.S. License number if previously issued). ZIP Code, telephone & FAX number) IF APPLICABLE
; . Joseph F. Lamendola, Ph.D.
2000 Galloping Hill Road \216%% F(';'Bﬁ'dem Hill Road B L
Kenilworth, New Jersey 07033 alioping Hill Hoa
y Kenilworth, NJ 07033

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (i previously issued) 20-010
ESTASLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY 1
clotrimazole/betamethasone dipropionate LOTRISONE Lotion .

CHEMICALBIOCHEMICAL /BLOOD PRODUCT NAME (if any) CODE NAME (i any)

$-Fluoro- 116, 17.21-trihydroxy- ' 65-methylpregna-1,.4-thene-3.20-dione 17 21-dipropionate/t{o-Chioro-a.a-diphenylbenzyl)imidaz ole SCH 370

DOSAGE FORM: STRENGTHS: ' ROUTE OF ADMINISTRATION:

Lotion 0.05% Topical

(PROPOSED) INDICATION(S) FOR USE:

b

APPLICATION INFORMATION

APFLICATION TYPE .
(chezk one} ] NEW DRUG APPLICATION (21 CFR 314.50) O ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)

[J BIOLOGICS LICENSE APPLICATION (21 CFR pen 601)

iF AN NDA, IDENTIFY THE APPROPRIATETYPE = [X] s0s ) (1) Osos ) 2) Oso7
IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Holder of Approved Application
TYPE OF SUBMISSION
{check one) O oricinaL apPuicaTioNn [ - AMENDMENT TO A PENDING APPLICATION [ resusmission

[J epresuemission [ annuaL RePoRT [3 EesTaBLISHMENT DESCRIPTION SUPPLEMENT  [] SUPAC suPLEMENT

[O erricacysupetement [ taseunasupriement [ CHEMISTRY, MANUFACTURING, AND CONTROLS SUPPLEMENT [ omer

REASON FOR SUBMISSION
PROPOSED MARKETING STATUS (check one) X PRESCRIPTION PRODUCT (Rx) [J_OVER THE COUNTER PRODUCT (OTC)
NUMBER OF VOLUMES SUBMITTED His appucaTioN!s B paper [0 paperanp ELECTRONIC [ ELECTRONIC

.ESTABLISHMENT INFORMATION

Provide locations of 21l manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). Include name,
aadress. contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.9. Final dosage form, Stability testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

Croes References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs r, e

nced in the cutrent
4 OCT I N

,,z T o SO0

DUPLICATE
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FORM FDA 356h (7/97) Crested by Elsctiome Document




SCHERING CORPORATION

2000 GALLOPING HILL ROAD 5‘2&2 KENILWORTH, NJ. 07033 ff
J\ . . TEQPHONE: (S08) 298-4000 o
. el T | (e VIR -
ve AL ST *,:‘-_’.'.*x"‘-"“ﬁt-h- LTI T e e
. NUA uinda Al INUWIC |
' “"‘ ' ‘August 15, 2000

Food and Drug Administration NDA 20-010
Center for Drug Evaluation and Research LOTRISONE LOTION
Document Control Room (HFD-540)

5600 Fishers Lane

Rockville, MD 20857 ' D

Attention: Jonathan Wilkin, M.D., Director ==

Division of Dermatologic and Dental Drug Products

SUBJECT: RESPONSE TO FDA REQUEST

Dear Dr. Wilkin:

Reference is made to the August 10, 2000 telephone call to Elin Krhoun from Frank
Cross in which he requested a draft Patient Information Leaflet (Patient Package
Insert) for Lotrisone Lotion.

in response to Mr. Cross’s request, 2 copies of the proposed draft Patient
Information Leaflet are being submitted.

A separate letter and copies of the proposed draft Patient lnformatibn Leaflet have
been sent for Lotrisone Cream, NDA 18-827.

Please be advised that the material and data contained in this submission are
considered to be confidential. The legal protection of such confidential commercial
“material is claimed under the applicable provisions of 18 U.S.C., Section 1905 or 21
U.S.C., Section 331(j) as well as the FDA regulations.

Sincerely,

eph F. Lamendola, Ph.D. 'EJ\—/
e President :

U.S. Regulatory Affairs
YH/it

Enclosure O R ‘ G‘ N A L

Desk Copy: Frank Cross, HFD-540

JAOPS\SUBMITUSRAWNDAR0010LETTERS\081500Wlikin.doc
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SCHERING CORPORATION

2000 GALLOPING HILL ROAD 3%  KENILWORTH, NJ. 07033
. "
‘ TELEPHONE: (908) 2884000

AT
| AME N DME NT

August 2, 2000 Bc-
Food and Drug Administration - - NDA 20-010
Center for Drug Evaluation and Research - | o 'LOTRISONE®
Document Control Room (HFD-540) (betamethasone dipropionate,
5600 Fishers Lane . USP and clotrimazole, USP)
Rockville, MD 20857 Lotion

Attention: Jonathan Wilkin, M.D., Director
Division of Dermatologic and Dental Drug Products

SUBJECT: RESPONSE TO FDA REQUEST: CLINICAL TRIAL BOTI'LE
INFORMATION.

o
Ly
Dear Dr. Wilkin; . ~* Jé;%
AN

Reference is made to NDA 20 010 for Lotrisone Lotion and its amendm g‘ 2fed J }"’V
October 7, 2000 as well as the following subsegquent CMC corresponden ated \

March 3, 2000, March 13, 2000, April 5, 2000, April 13, 2000, May 5, ZOOO?June 30

2000 and July 21, 2000.

In a telephone conversation on 7/13/00 and again on 7/20/00, between FDA's Mr.
Frank Cross, CSO and Schering's Ms. Potomski, it was requested that Schering
provide certain information regarding bottles used in the clinical trials submitied in
the onginal submission dated August 31, 1889.

The requested information is as follows:

The nomihal bottle size as well as the minimum fill is 30 mL. The bottle’s overflow
capacity is ==

Regarding the area of application in the two Lotrisone Lotion studies, subjects
were to treat only the infection under study. In other words, subjects in the tinea
pedis study (S88-067) were permitted to treat both feet if affected, but not the
groin if tinea cruris was present. This was also true for tinea cruris subjects
(study no. S87-024) were not permitted to treat tinea pedis infections.

JRIGINAL
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NDA 20-010 LOTRISONE LOTION . P .GE2

" The amount of product used during the trials was not recorded as part of the

. case report form, nor was it captured as part of the database. However, subjects
were given a 30-mL bottle (28.9 g) of the medication each week. Therefore,
subjects in the tinea pedis trial received no more than 120 mL (115.6 g) of lotion
and tinea cruris received no more than 60 mL (57.8 g) of lotion.

Based on the publication ‘Manual of Dermatolgic Therapeutics, 5™ edition’, on
page 247 (edited by Kenneth A. Amdt, 1995, Little Brown and Company, Boston
MA) it is stated that for the “anogenital area” twice daily applications for one week
would require 28 grams of topical medication. Although the feet are not
specifically listed, we would anticipate a similar amount of medication would be
used.

In accordance with 21 CFR 314.70(a), we are concurrently submitting a field copy of
this submission to our home FDA district office.

Please be advised that the material and data contained in this submission are
considered to be confidential. The legal protection of such confidential commercial
material is claimed under the applicable provisions of 18 U.S.C., Section 1905 or 21
U.S.C., Section 331(j) as well as the FDA regulations.

Sincerely,

Poins /)M%m

Joseph F. Lamendola, Ph.D.
Vice President
U.S. Regulatory Affairs

EP/sa
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A copy of the tranScripts of the June 29, 2000, Dermatologic and Ophthalnﬁc Advisory
Committee Meeting are available in a separate binder in the Division Files and on the
‘Internet. ' o

APPEA?S THIS WA
ON ORIGINAL



